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[0 0 0 1 ] 
[0 0 0 2] 

?i{iftm#i> IftlfiLJEE, lMM,Skv>o££t&^«#i£k7t<bU ?Et:^£±#?-£« C 

j* & k * * *» . c tt e> k x h ftrntfrnm* mm^-o^ximm^^^ mmim «? 

[0 0 0 3] 

#-MMatk^oTi3«5, **ifcia»LT#HK<B3 hn^K'JTMtJ. e-feflfJKk 

®mfaft^%%fcmkZft#kb1i:Z (gNMWtftl/Saito M., Sasaki N. Vol 
. 14 NO. 16, 1996) o 
[0 0 0 4] 

7 FVt'J > /8 3 ^#* s flil»^R^M^-t-CV>*ik7&*^ie>tLTV>^o T FVt'J > 
[0 0 0 5] 

btlX^Z (^tf Vol. 192 NO. 5 2001.1.29) 0 fiz&&4t7Zf 

mv&fr, << >w&&<Dmw,<o®%:*i>>tzh-rzttf&\bixx\<*z Gmn*M3 

/J Clin Invest. 1996 Jun 15;97(12) :2898-904. , Life Sci. 1994; 54(7) : 491-8. ) 0 £ 

fit xi,'. jzB*mmt&mm&j:nK£2> taj-9677J wo^^s^r:*- 

[0 0 0 6] 

'— /*Xft0)&4&t"C3b*^X (Nelumbo nucifera) f±> -f-Ott* 1 ^ k LTflJffi 
^0^^(i|BM3c#^*^*-k^«btLTV^^ (#lr^dSU /^K¥8-198769) „ 
mW&Wll] ^¥8-198769 

[^itl] Saito M. , Sasaki N. Vol.14 NO. 16, 1996 

W&W3:ffi2] U^V&^fr Vol.192 NO. 5 2001.1.29 

WWVfXtSLZl J Clin Invest. 1996 Jun 15 ; 97 (12) : 2898-904. , Life Sci. 1994; 
54(7) ; 491-8. 

[##fr^:SJU] Biochemical Pharmacology, Vol. 47, No. 3, pp521-529 
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TTClgH-a^tifcofca* (Biochemical Pharmacology, Vol. 47, No. 3, pp521-529) > H h © 

(1) Wf>*feft*TKVtU > ps^foftWsyoW 

(2) ^^■fef->'*««'»a*Tf**. ±iB (1) <£>%® 

(3) tt"** 1 ^^^**, ±ie (2) <^%«o 

(4) ±|B (1) 75M_tK (3) £lB«W>*KS:-£tr, WoMJ^lif^^^*^ 
MM 

(5) Jiffi (1) 7bm±& (3) KRIftoMfc'g'tr, J»JKF^t«Rfc«F« , l* * ^ MM 

(6) ±JB (1) 7ijM-kiB (3) KTB«W>*Ht **tr> mmm<Dfem*tzit=?-V3<Dtzlb<0 



(7) ±12 (1) JifS-tfB (3) fc|B*W> ft UBiS fc»±TOOfc*©^ 



PRO 



I*IC.*3.3\4\5.7-*y*fcHn*3'7?*5' (3, 3\ 4\ 5, 7-pentah 
ydoroxyflavone) fcv»v>, Kit 3ft, 7tt4fc 
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$tfl>: (3,3' ,4',5,7-^>* Fn^y7 <0&.tzh-f^ ^IfiM^ &^#> 

SifcWlJo *^ KaHM>«fc LTIi^;v-fef->-3 -^;v*n^>r h\ 

gtSi^Cic TlSM-r K^tlJ, cAMPflHt tt , EIAfe. ELISA&, RIA& 4 if© 
[0 0 13] 

^^ji^^r+fitt?^ i£i»o^'f wjr n a---***. ?*7**m, 

o 

[0 0 14] 

2b & o 

[0 0 15] 

L^^;Hrf-^tt-e-^t ifflv^Ti J: <, 7 KVt'J > /? 3 £##7 b £ b 

-c^i&tt&fllfcfr&^JfcH"^ **v>tt»Stt*— JM&fcfflJB^*fc 

[0 0 16] 

/? 3 7 =f-* b arffiv^:ii«tH, £ 3 ^g#7=f~* H*, S 

[0 0 17] 
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1" 3 o 2 W > * V ^M>fiT i: -f > 7s y > SSte^T Kvxy >3&#Lte 

l*ffifctt2ffl<&#K J^fc-Cti* £ WJflL*ftjEKi>f >*y ^WliDiii 

<D i> &§&m Zti&o 
10 0 18] 

[0 0 19] 

T KVt'J > /? 3 ^^F#^»%® {iffiJKftM* tf7KVtr/j9a 

frmm~£&z>wtv-)\>m>*mfct2> zt-ewm-tz & « ^y ^n-^m 

**q?ftt*fclHB^S*o in vivo03»*fcov>T«\ ttWSWftlftO— «5<0»ic 

[0 0 2 0] 

#k mmm. m&m. #s&au mmn, msmnm, mnmmvitimfl&z^&mteM* 

[0 0 2 1] 

^7 Kl/t'J >/? 3 ^##^l&t7K&^fr:fcp B p<^®^ LTfi. 
4it#-ci4. ^-;v-fe^>*>ib*-5 1 hr Ki^y >/?3^##lfr®«fc:fcp H p»£Jt 
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[0 0 2 2] 
[0 0 2 3] 

t£*Lfc^**>*l k gi:*tLs Jjcl 0 L frill*. *«» pH£6. OfcpfiEU 30frm 

U 5£*K{±1 OteiOvfcfctJPx., iffiT9 0TC-ei^TOSI«lffi1"*o (ii) fc» 
2fc£#SUU *>i& (i)fc*«E (ii) £&=b«o *JET. *nf^^^^«t »9 . Jfc*l.l*T 

[0 0 2 4] 

[njfrw 2 ] ;v -t f - > & «fc ip <*- ;v -t t y wMfe<o mfc&zxrmm 

^*©*fflffl!|&*LC/MSfcJ: 9 3-#fLfco #7AfiCapcell Pak C18 UG120 02. OX 150m 
m ^'ffifflL/sio 5£l&fflttAifc (l*»Bft*^tr5XT-th-hU/l'*»«) fcitf 

(l«ftBI**trT-fe>-VU>»') *3MfcU A**»6B**"C3043"IWCl|[«iaift^lI 
*o»t"T»ltiLfco *9A»K:40T;. : 5/*LfcLfco ^^XkiiESm (Negativ 

e) T^fTo^o M.Wni:Lt, TfrSfc^V-fe^V (*D:ft*&3SX* («0 t"*** 
*) . mjR^^->hV> (*£<b£X* («0 ) iJiWVWhr/ (EXTRASYN 
THESEtt) ^fiL, m%tfcfrffi U^o RT:16.4min, m/z:301O tf- * t^pWRTJS «t tfm/ 
zfc— W^Ltztmb, ^X^fitiS^Ct^^f^ (^^P* 302) wSPflStfTOttSftfco 1^1 
^ttC^^O#fftm%^^-;V'> b U > (53^?* 448) (RT:13.8min, m/z:447) 

WVt^PJV (^^-ft 464) (RT:12.9min, m/z:463) *l/£o £fc 

. RT:13.2min, m/z:477<*>fcf-7 fi^;V-fef->-3-^;V^ n-M K (Q3GA) (^Tft 478) 

[0 0 2 5] 

/n* tf>*«ifflWj&» <bQ3GA<7>ffi§!i£ J: tfflHt&Jfefc&offi *> tr o /c D 
£1% ^*<Z>atttffi*» lg frigid (3 U QtK) 500mL T?8F#U 6N *9iT? pH 3 K 
WRLfco ftfif;v 500mL "C 3 HlftfffiU &3jcffiBt^*~>7A"CJtt*Lfco £<£>ffc 
Ifcx^>WI*«jET**tU mtffl^ (147m* « 14.7%) ^%tz 0 ^t, ±iBK14H 
5" 5mg fo 30 @HfctfrHPLC*fflV>-C«l»L^o HPLCK J: «9 "C* 

£o »*U8#?.Mi. Capcell Pak C18 UG120 02OX25Omm Steffi Lfco * 7 

Ai&gg : 40"C. ftA* I 200^ Lt Ltz 0 &Wi#M*l%fm*&tr50%T* V - h U 
«L«-fflv>-CflFf3fe©»maiap (5mL/#) -C»ffl§^ 360nmTtfcffl Lfco J: !J Q3G 

A*-£trlS3- (63.1mg, JR*42.1X) £#/c 0 $ fcLtfBBfl-SrSephadex LH-20 (012X35 
0mm. MeOH) *i^t»SU Q3GAfc«t5e$ tiZft&yo (13.5mg) 
[0 0 2 6] 

»V>T, WfctLfcft-frWfcNMRKJ: »)#*rLfco 1 H-NMR, 13 C-NMR. DEPT. H-H COSY. HM 
QC^cttmffiC *«J5feU jtlRflL (J. Agric. Food Chem. , 46, pp. 4898-4903 (1998)) 

tit^LLtz^. m^.mtQtsGko)-xmmt-^vtzc\t^h, ^xommmm-QaGh^ 
teamnztLizo 

[0 0 2 7] 

5' f!l^-y ^f-fy^^— : ccgctagccaccatggctccgtggcctcacgagaag (@B^iJ#-^ : 1 ) 
3' fflO*y v~ : ccgaattctacccgtcgagccgttggcaaag (1EJ!]#^- : 2) 

[0 0 2 8] 

POteJfc LfccDNAtt, -fe 7 r 7 y ;US-300^J^m^ ^ >f L^rft 

. *fe^Ci67 , 9-f ^-TOWfc5|5j»»£#XU , r*v»fcWIR»« 1 9->f bNhel fcEcoRTOg 
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o 9 ^-^ 3 yf£ODNAtex.*y-;vfti£U asioiw^y-fen-^ftttwiaiL 
£:„ RDNA»«L*fflv>r^c»WDH5a«c*^V^ hn^V-Va VfeKJ: D^fMEJfeL*:. 

[0 0 2 9] 

(Sambrook & Russell , Molecular Cloning , 3rd Edition) IZt tytttfk iff ML 
tzo fflML7c^^9^5 K(±^^-f--X/Ni,x^-lpmM&t?ab^.CHO-Klffl^^ > "7 
>X7x.^>3 VL£ 0 I>7^7^ va >tiTransIT-LTm^ ^l^^'J 
^^i^^^^-e^foTsTo lOcmOrV y z/^K20-30%<DMm®&^M2^tM&fcttL 
T, lOyugOm^T'^^? K^m^LfcTransIT-LTl^j]n£«^^^^t^rco h-7>* 
7xi">3^lOf, »(i3SF^10%«J,BlfiLtt (mTFCSi:B&-r 0 ) muf^^?* 
(mTDMEMtW&i-o ) (~>^v) T?37T;. 5%co 2 ^#t-c^*l, *<D 
IkSQOpg/mL-em-^y (J >\£Yu*Jx.y) * j)D;i£DMEM:i£*ilK3d& U |WMt&&#"e 

[0 0 3 0] 

#^^amx.#»ti96-7iJW^^n7 p V - ht?100%«^-K^^^>i^ K*g*L 

fc„ js**^^*^? n^^im^w (^TPBstB&i-o ) (±mm -cml&-h 

tfev^ 10^ 1H V 7°n x V 7 - ;V^T 7 ? -fe «f ffi^»^[DMEM. 10%FCS, 20mM HEPES(pH7. 2 
K O.lmM-f yyfW ^;Vdr-9->^>]^100^L^J!jnU/Co -^^3>hn-;Hi, 
vynr^^-^^^i^Ty-k-flW^^tt^o 37 c CT~20^'f > 
3 >L£MJ?&£PBST?— JK^v^ cAMP^iffl^EIA^r-y h (7^>tA^ Wx>^ 

#^&&x.#6H-4d3£#/c 0 
[0 0 3 1] 

[HtfeflU] > jS 3 T KVt'J ^##7=**-* 
t: h pzT KVt'J > 3£##S&S*Mfe&#6H4-2d3t;J:96 7x^?D7"I/-l>^ 10OT 
CS. 500/ig/mL-lf^v'>'^DMEM^^T37 < C. 5XC02 Lfco 2-3B^«U"C 

•r*^#SrUnx.^T^fe-fffl^ar^[DMEM, 10%FCS. 20mM HEPES(pH7.2K 0. lmMW V 7^ 
^^f-^^^Vf-^J^lOO^L/^i^-e^nL^o 37TCt?10fi-M>f >L 
fc&JHHI&fcPBS-C— JKiifev^ cAMPfcJMKDEIA*? h (T^^tA^ Wxv^) 
v»7fejHBJi&rtcAMPOJfe*^«t*:o ^3>hn-;>J:L-Cli7 5"t^MW©*^ 7 
y -fe W Ltf:i#8££|WIg»l LtzmWL^tSkmtiz6m-2d3mB^ M v> 

>a-;Vt LT'f v:/ux W-;V^MLrtr6H4-2d3m£fflWc 0 
V /9 3 T KVtU vS*#CJtt 4#*« i S:Ki&K J: •? HBJfertcAIIPOJi#**ife& fcri* 

6H4-2d3m<O^«T'ab^>CH0-KimicMUT 6 2 ofc < Wfifttf) 

[0 0 3 2] 
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fc&fy&i&f K0. 5mg/mU lmg/mU 2mg/mL^JST^in U jJaTKVt'J 
3§51£-£tf:CH0 • Kl#ffiJ&tl&5i£-£"t^&v^ ttf)CHO • Mfl&fcfr-f &RJS£Jl.£:o 

[0 0 3 3] 

■fr/Urf-:" * ^15^M> 30^M, 60// Mjgjg-«#n U b h KVt'J 

[0 0 3 4] 

[§H»J 5 ] 3T3-L1M * ffl V> jtHJttF^^ffl © 99£ 

v^^s^frM)3S«-e*^3T3-Lim (fca-v^xvxiWSW/o^i 

OJJlX) £9 6^yv- b^lxl0 4 /welH'^^»«J:^ Kflnx.. 10%«M (FCS) 
«Dulbecco's modified Eagle medium (D-MEM, GIBCOtt*) 5 %C0 2 3PfeT\ 3 7t: 
i:-C**Lfco hKft&tttt, 0.5mM3--f V/fM-^f)^t>f 

2xlO- 7 Mf J ^'9-^ ^ V>-*5i^0.8^M^ ^^^iPLfc 1 0 % F C S ^JnD-MEMU 

£«UJ&I£ffllfe^©^fc*at*Lfco 2 H&O.fflM ><a**«SnLfc 1 0%FC S 

»!D-MEMK>£&U JSlft 2 ~ 3 0 C * tC»««*:2fia»LTJH6«r*^»W«ilft^fc^fk 
1 0%FCS«D-MEM^^L2 HIB^Uo 9 6^I/-h"Cf 
*Lfc£<&fflI&«>**»**9l8fc*U #**4fc*£'trl 0 %FCS^tJIlD-MEM£lO0//L/well 

o spi&flL^^aEMttJfeli Student's t-test tctffv^ p<0.05£ oTttt t/c 0 
[0 0 3 5] 

-hfBWJfefcfrofco «^»*t^^^3(i»ltfi<e»*0. 5-500^ g/«U ^;V-fe^>0.5~5 
00/zM, HM£3 V hn-;V/hL"C-f V^DrV/-^^10- 8 M~10- 5 M«bT, BtMBB&3 
T3-L1* $ tLfeJ»J»^»$ tLTJeifi* t'ifctti § Htz y U * * - Lfco 

[0 0 3 6] 

Bttfcff 6 ] 

Wistar^9 7 >lite5»*fr***«tf4HIBtfTo;fcfcfc, 77h <0 & D 

OTJKA+^^^^tt^^O.Olg/gTO^ OTIJKAlg*/c>9^^omttfflW.01g. J^T 

n*) , ^M^+^^o^»m%o.o5g/g«^^4^^tott^o mmm±^oMKit, 

?y-fy^ ->at, 9- KM (10%) ^ a->» (5%) , 3WrD-JV (1%) «:« 

mm*mm^> m**«i5eLfco 4wioog*fc$©JU^j»Kii. aiwawR»*i2.234o 

±0 6427g> ffiIBJK*tiK#SMi3.9071±1.2562g, *ffiffiA+^*<&a!ttffi»0.01g/gS!W 
tt3. 5564±0. 8805g. iSJil»:fe+^* ©flMffifcO. 05g/g8Sfc#«:2. 7745±0. 9099g-C* o tz 

[0 0 3 7] 
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2 M«im^^T y ;V7 * *KK-A y "7 * .x2t'&4ili$£ 3 0 HO^flffiOWfc* «£ <9 1 ^ 

IfcfcS-^o ItoMigJ&fglfci: L£o H (CRF-lH gfifglfci: L*r 0 -ilWrti'JfiL 

[0 0 3 8] 

[H3] ^Xtf>^Jfl£H%. ^;v-fef->K 3T3-Ll«^fbO^U-tn-;vjfcail: 

[@5] ^xo^wffl%*^M^250 b<d 2 mmjfcm*T)^>yx<7>ikmm.zm 
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SEQUENCE LISTING 
<110> Meiji Dairies Corporation 

<120> PLANT-DERIVED BETA 3-ADREN0CEPT0R AGONISTS AND USES THEREOF 
<130> M1-A0302 
<160> 2 

<170> Patentln version 3. 1 

<210> 1 

<211> 36 

<212> DNA 

<213> Artificial 

<220> 

<223> An artificially synthesized primer sequence 
<400> 1 

ccgctagcca ccatggctcc gtggcctcac gagaag 



<210> 2 

<211> 31 

<212> DNA 

<213> Artificial 

<220> 

<223> An artificially synthesized primer sequence 

<400> 2 

ccgaattcta cccgtcgagc cgttggcaaa g 
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[1212] 
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=3. =3. 



© 
to 



5 >rJUW>^*0 
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A 
n 



3. 

in 



o 

CO 



o 

CO 



I 



CHO-K1 #fflj& 



£3AR CH0-K1 ®BJlS 



[HI 3] 



* p<0.05 
* * p<0.01 
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[04] 
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[3£3 



[ft*3U±*$fc] 
[ftSA] 

[ft*X {**$->] 
[#*»jE1] 

[ft*] 
[ft*] 
[ft*] 

[ft*3 

[ft*] 
[3&E#] 
[ftmz^s^f] 
[ft*] 

[ft*] 
[ft*] 



M1-A0302 
TO16^1OH290 

#112003-374836 
000006138 

100102978 
»7K #J;S 



»^JHH!UhfflKm*Ba 5 4 0 Em*8^&tfc:fcffi«Hffl?fcBf 
ft 

m&jm'bmm-ftj&m 540 ^t&amt^^ttAn^^tgw^f 
win «k 

fli^JIIMM^BBK^ffl 5 4 0 Wm*8^&ttW3£telE8l&F»3 

tt^jiifluhfflw^iftffl 540 mfe&mtt$&t%m#^9&r 
aut. ^ 

#^iii!Ht/hBaig-*jSffl 540 ^^am^^ttw^®^^ 
& ah 

^MjE#T*MjEi-^»aft{i> r*p##j r?fe±^z:j 

r#uj«ikj ressj rsuM^cj nw&^j r/hea^*j 
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ffi m A 



If ft 



ft * 



[0 0 0 0 0 6 1 
2001^10J? 



3 8] 
2 B 

lTi2f 1 0^- 



miE#-^ ffiiE#2 0 0 4 - 



3 1 1 7 0 7 4 



